Mechanism of the increase in lipid peroxide induced by cisplatin in the kidneys of rats.
To clarify the mechanism where by cisplatin induces increases in lipid peroxide, we examined the effects of antioxidants on changes in the activity of lipid peroxidation protecting enzymes in the kidneys of rats after cisplatin administration. alpha-Tocopherol and glutathione (GSH) significantly depressed lipid peroxidation in the kidneys of cisplatin-treated rats on the 4th day after cisplatin administration, and GSH depressed the increases in blood urea nitrogen levels induced by cisplatin. Thus, GSH appeared to reduce cisplatin-induced nephrotoxicity. However, alpha-tocopherol and GSH had no effect on the significant decrease in the activity of lipid peroxidation protecting enzymes induced in the kidney after cisplatin treatment. These results showed that lipid peroxide produced by cisplatin had no effect on these enzymes, suggesting that the increases of lipid peroxide were a result of the cisplatin-induced reduction in the activity of these enzymes.